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1/ 



T^^^ V p^Zf^VOl 4nm^^h2 3nmi()^h^j:i>^^^V [i>J.T. A/? (14- 
2 3) tW^-to ] Xfi^-^-Zf- K(^iEm#1il«lT5 ym>6*^TL y s {rS^;^tL. R-oM 

umm 2 1 

A j& (14-23) <DiEm.mmm.7 5 y g?>6«^T L y s K<:>n'mmmm7 
i7bM^^'(s*m<^)j^7K'i±T5ym^si'«^$tL-c^^^7'^KX'*>-5). ii^i^i me 
m^m 3 ] 

A ^ (14-23) (DiE'^mmmr 5. y m^o^^^T l y s i,zm.^^fi. R^nn^mmr 

4?S»@(7)P h e =Sr?SLT^-t:L e ulcg^^tL^^s X{±iS7K1^^f4<7)N5^M;&^ib 3 
?S*i7&^A 1 aiizm^-^fh^ W <DM7i<iW^&-A'^±X L e u iCMSl^tLT^^^T"^ K^C 

1 t'ia^<75iit^o 

[»*:^41 

T^n^ K^^-/^Fc7)i 4nmi)-h2 sm^Td^h^j:^^-^'^ V [A p (14-2 3) 
A ^ (14-23) OjEmWmiglT 5 ym:^^^X L y s n., 5.o:ftmMJMT 

1 7bmm.mm<om7K^7x ymM&izm:^^fix:^j:^^zf^ kx-^*. w*:s4 t-E 
im^-m 6 ] 

. (14-23) OIEmiHflfflilT 5 ^ ^>&*^T L y s tL, J.o:^mW11lJilT 

^TL e u t'«m$tL**N ^-f^ KIII*lS15<^)^7fc14SP^<^N5K«ii/&-e) 3^^S^VM± 
4i^^g<^P h e ^m.LX^XL e u JcgJ^^a^idN X{i^7(ctt«Rf40N*3g1Bil;6^Pj 3 

m^m 7 ] 

T^nxf K^^T'-^-KOl 4^|g;6»ib2 3 ^ ^ ^ K [A (14-2 3) 

] xitm^y^ v<oiEm,mmm7 5 l y s i-*m$ti,> K^nmmmmr ^ j 

A^ (14-2 3) <01L'mMm%%.7 ^ JW-ii^^Xl. y stc«g|$tL. jao:ftmWlIOIlT 

i;»!>M^iC'l@;{>*^Oi^7}cttT^ym^*tCgm$ti.T^>l)^y^KT'ib'5. i»*:^7 tcia 
[if 9 1 

Aj8 (14-2 3) OiEmWHIilT^ ym5&*^TL y s llg^^tL. B.o:ftm«JllT 

4^&iOP h e Sr^LT^TL e utwg^^tL^^s X«i^7lCl4S|5ta[ON5|C5giI!I;&* (b 3 
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^->^ : 2/E 



T 5 n ^ K - ;^ jSH-r ;& g|^75«7 ;w y^^^-r-mx-^)^ 7-9 <^#ix:6^ tcfa 

m^m 1 1 1 

T^D-f K/?^7°-5^ K<7) 1 4?S^3&>ib2 S^*:**!^**^^-?^ K [A ^9 (1 4-2 3) 
IW^:^ 1 2 1 

Ay? (14-23) (DjEmmmmr ^ymib^^Xhy s H^i^^^x^ J.o:fcm«J«ftT 

im^m 1 3 ] 

A ^ (14-23) (T^jEmmmmr <ymi)^-^x l y s icgj^^^x. R'=>nm^mmT 
^TL e u izm^^fi^i)^. ^zf^ vimu<om7i(^nmt<Dii^^mTf>^h 3^^g^v^f± 

4n&E<DP h e =Sr?SLT^r L e u Kmm^fi^i!)^ Z{±j»7lcMI[B<4<^N5^M56*'b 3 
^*@^^A 1 a ^-fi^$n> ^ !? <^)iK7lctS^»7&*^t: L e u icg^^ tLT)&^'^y^ Kt? 
^-S^ it:*^l 1 tciemc^^ffi^^feo 

m^m 1 4 1 

T5n^ Y'-'^xiznm-r&^m-i^r}\yy^^^'7-mx';ii>^m'^mi i~i 3o^BitL>&* 
lfi*a 1 5 1 

Tffl-^^ [1] 

R — Ly s-G 1 n — Lys— Leu — Leu— X — Y— Leu — G 1 u-G 1 u 

-R' [1] 
Rit. 7i^mW.=FXitr ^ y^&(D^m^^^U. X{±. Leu^ PheXtiAl a 
S:^L> Y{i> L e uXfiP h e «:^L> R' ti. OHXJiNHa ^Sr^-To ) 

[If 1 6 1 

R — Lys— G 1 n — Lys — Leu — Leu — Leu — Leu — Leu — G I u 
-G 1 u-R' (^4'^ RRZ>^R' ammtmCo ) •C^^tt^lt^^l 5t::|Bm<^^:^ 

[ft^iS 1 7 1 

5^:R — Lys— Gin — Lys-Leu — Leu-Leu — Phe-Leu — Glu 
-G 1 u-R' (^4'> R:S.I/R' tiWIBtl^Do ) X^-^fi^m^^l 5 1iZ%iWL<r>^zf 

[W*:^ 1 8 1 

^:R-Lys— Gl n — Lys— Leu — Leu — Phe — Leu-Leu — Gl u 
-G 1 u-R' (^4", RS.t>*R' (imiBtlWICo ) tt^if^^R l 5tCiBm<^^:/ 

^ Ko 

m^m 1 9 J 

5S::R — Lys— Gin — Lys— Leu — Leu— Ala — Leu — Leu — Glu 

-G 1 u-R' (^(f^ R:Rt>*R' jiiirtBi: 1^1:^0 ) xm^ti^m-^^i siciamo^y 
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1/ 



10 0 0 1 1 
[0 0 0 21 

7;i/^7^N>f -T-^Ji 1 9 0 7^\iZV^y<Dni^mm^^A lois Alzheime 

^mm,^$immtitA i z h e i me r T!)mis(>xumLi^m\:'c. nmrnm^i^-omm^ 

Paired helical filaments (PHF) t^HnhfifZo L/J^L 

p H F < <Dnmi^B.xmmir ^^t i>mM. -^fifz^tTi^h. ^^xit p h f (Dj^mt 
mm. 7 7.hti^^ htj:t'-^t^t^fzm^^^^^mLx\,^fzo r^u^ v-mmim^o 

Mt-^^-e* <r>x. :i co-tt® ^mm X^xy^w^^-i v -^Hgi(^fiMJfiLl=:fe i U'l^HK 

@ ( A iff ) Pljg $ ^rf-o ^9-^g;6«/Js $ v> r t lb -?-Ollrl^#:o^^E3&*^i|iJ $ tt. c D N 
A^'O-^^^^lCi (9APP Amyloid protein precursor 
) 7&-'|Wl5e$tT,/co iitti-lilMKSMcoESeKt?*!?. A « A P Pom^ >f > 

ll^^tL, T^n^' Ka«l±itttT-<7)#x.i i) %^'^ij-\z^mzm.^x\^^z.hifmh-b^ 

7;^^;'^^^N'-^^7''; :t>?^^:t'(7)i5:3?Ete(^7$ K-v;^ (amy 1 o i 
d o s i s : 75 K^«m^H^amF^I5rJ3it;«L^tgp*l:=^j3i-t5^m) tcisv^T 

[0 0 0 3 1 

A t\i7^ym4 om^iiL< it A 2m&x'mm,^fi^^-:f^vx^ -frti^tiA^ ( 

1-4 0) ^XV^Ap (1-4 2) tmffl. 7)^y'f^4-7-m<7>§tMMmz^\^^xm^ 
*M?:^/cLTV>;2,i:#x.ibtL-cv^So A)S{i7 5>'^6 9 5^mib^h7 7 on&-^W 
^^fi^-mmM^m^MX'^^b AP FTb^hmm (yS-secretase. 7-sec 

r e t a s e) t-ioT^ «9 tB^ttX^^L. Ift^^AcoJiKl^llcJi 0. 1 nM~l 0 nM 
^^(^^^^^^^•^-(OAfi (1-4 0) 3&«^^LTV>* t $tL, a-secretas 
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(1-4 0) {i^S6<J^<^Ttci3V>T7>^^A3-f ;vt;tSf#^L> Afi (1-4 
0) Tb^^^-r^m^itm^KTtMi-i^t^i a-secretase J: oT-ftif^tL 
So Lt-LAp (1-4 2) (i^se<J^#TH*v^r. 7 > n ;U^^t^;6-<b*'^<b L 

Tv^So L:*^LA)8 (1-4 2) f±#tc L:*>^fiK^i:-f , -5-0^^a«i3 i 7 ^ n ^ m 
H'fbc'^aii < #«J ^ -C ;5: v^o 
[0 0 0 41 

T;^^;'^^-f v-^(7)^®fli, lO^^PtT-tiD SM- 4 (^|«:HfflW^»^35-'b<&^$tL 
Lffl#ll^6<J =&¥?*-e }4 T ;v y ^ -7 -^:go^^|5g 13 is It S 5S^^Sff L < . tfzT 

[0 0 0 51 

i^i'fk L A yS =S:iii!iai- i i: t tji ^mm^x<D r )V y ^ -7 

[i*M s fw * <o^m 

[0 0 0 61 

p (14-23) tm&i-o 3 X{4^'^^f-K(^jEmW1l!I^T5ym*«^TLy stcgm$ 

n>f K)9Me®<^T5n^ mil'fb=SriiipS-t'& iti&OftmtcK-tSo 
[0 0 0 71 

tjts 3f:|||at4. K^/v?:/^ KO 1 4^»*^<b 2 3^^;6^P,55rS^"/f- K [A 

j8 (14-23) ] Xfi®^-/-^ KOiEm#ffi!imT 5 ^ ^;6*^-C L y s tt^ J.O 

[0 0 0 8] 

;4cfl5S{4, T5n>f K^/>?yf-K<^l 4^^;**'b2 32®S;6^ib*S^-/-^K [A 

miE#2 004-3067584 
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^-V : 3/ 



^ (14-23) ] xim^zf^v^<DjEmmm7^.fm^^xLy s^zmm^i^. j-o 

[0 0 0 9] 

[A iS (14-23) 3 xitm^-:^^ h*(DiE'mmmm7 ^ y m^^^^x l y s i^sm^ 

lO 0 1 01 

R-Lys-Gl n-Lys-Leu-Leu-X-Y-Leu-Gl u-Gl u 

-R' [1] 
{^^. Rli. :i(.mm^Xii7<ym<D^m^^mL. Xf±. Leu. PheXtiAla 
4:^L. Yit, L e uXJiP h e ^^L> R' (4, 0HX{±NH2 =£:^1-o ) 

10 0 1 1] 
10 0 12] 

3^l&H^tCi3V^TfflV^(btL^> A/3 (14-2 3) tLXii. ^mo'ijoxii^ ^•:f^V 

:2^l|0Jt::i3V^-Cffiv^P,tL^, A^ (14-2 3) (DlEm.mmmT ^ y mi!)^^X L y s i,Z 

m^^fL. R':>nw,^mm7 ^ ymib^-^x G i uKm^^fitzMo^-^^h^tLxit. m 
X. tf. A /3 (14-23) (DiEm.^mm r ^ y i^^o^^r l y s izm^^fi. R^nmmm 

iy(DtLxmifhfi^o mmL^^m<DM7i^^7<ymmmtLxi,i. m^it. n^->> 

(Leu) . 4vuy(~^y (i le) , 7x-;i/T7^> ( P h e ) . V > ( V a 1 ) 
-e<^J: 9 K<^$f* Lv^^i-'fJ^Mi: LT{4. -^Jx-Jf, A/? (14-2 3) <D]Em^ 

mmr^ym-b^^xLy sug^^tt. ji.o:fem#iia#i7 5 ym^ji-'^-cG i ut^sm^tL 
/cji^cT)^-/^- K-e$)oT. Mtc, i ) ^-fi- h^mp3^(r>m.:^nnATtf^^xL e u izmm^ 

fifzJ^(Di><D. ii) ^y^K|lrtSi50jS7Xtt^{4(7)N*M>i-<b3J^»glgvM4 4^^g 
<DPh e^nLX^XL e \xl,zm.m^tLfzW'<Di,<D. ^v^{4. iii) i^TKI^SBfitON*^ 
1IJ:d-^ 3^«i*^A 1 alizmm^fh. (OMTi^Wmm^^X L e u tc»m$ tLfcJ^O ^) 

[0 0 131 

- 2 3) xitm^':f^ KOiEmwinmT^ ym^^^-cL y s tcsi^$tL. K-onmnm 

K-->;^tCjgS-rjz>^^(^^ai:^^(i, ±l2L7tiP§Ay9 (14-23) 
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^*-v^ : 4/ 



[0 0 14] 

^^mz^i. A iff (14-2 3) <DiEm,mmm7^ym^±xLy sizmm^fi. r 

R — Lys— Gl n — Lys— Leu — Leu — X — Y— Leu — Gl u — Gl u 
-R' [1] 
(^4-^ R{i> 7^mmi-Xit7 ^ y ^(D^m^i^L. X{i. Leu. PheXJiAl a 
«rat. Yti. L e uXJiP h e «r^L> R' «> OHXt4NH2 =Sr^1-o ) 
[0 0 151 



1) 


R-L y s -G 1 


n 


-L 


y s 


— Leu 


-L 


e 


u 


-L e 


u 


— Leu 


— Leu 


-G 1 


u 




-G 1 u -R' 




























2) 


R-Ly s-G 1 


n 


-L 


y s 


— Leu 


-L 


e 


u 


-L e 


u 


-P h e 


— Leu 


-G 1 


u 




-G 1 u-R' 




























3) 


R-L y s -G 1 


n 


-L 


y s 


— Leu 


-L 


e 


u 


-P h 


e 


— Leu 


— Leu 


-G 1 


u 




-G 1 u-R' 




























4) 


R-L y s -G 1 


n 


-L 


y s 


— Leu 


-L 


e 


u 


-A 1 


a 


— Leu 


— Leu 


-G 1 


u 



-G 1 u-R' 



±f5i) ~4) Km^tL^^-^^ yimfiii^Mit^m-^^^o 

10 0 16] 

^j:is, Jiiei) ~4) \,z^^iti:h^z^^Vl,z^\,f;hRiiZixt-^<mW.X^&o 
10 0 17] 

:^^miZ^\,^xm\^^(bft^. Aj8 (14-2 3) <7)iEmi^flJSlT 5 ^m^^-'^T L y s tc 

i^mtLxii. ±iB— [1] xm^fi^i><D<Dmiiz, m^ii> [i] i,zid\,^x 

BO-agtcafe-S 'b<7)^. — [1] tC:fc5lt'?> L e utS^I 1 e l,zW:^^t>^fzi><D. 
fi-^^ [1] lc:Mtt'&X-^Y7&*I 1 e\,zm.^W:t>^fzi><0^>(ri!fimifhfi^o 
[0 0 18] 

cittp,:$:f&§gtc#;&^7'^ Kig{±, '(prtL'j), Y'^^m-^m^^^fzB o cmn^^^ 
^Fmo cmm^mm^<^i^mizxy)m-^K^mLn^o 

[0 0 19] 

mt^mfhMo tfi. mTLit, '&^m'^y^Y<D^'^-:rm^if<o-:f^)t>miimmzi^^ 

^m,Xh^o ^<D^. 7 5 n-r K-e^;^ilje@-t*#a^?^:6^TOt'^aiL#^o 

^ o 

[0 0 2 0] 

JiiTs %mm\izi:y)^^m^x^^^m\zmMir^i)K ^mm\t:LfLh%mm\zi.y)m 
[«^n) 1 ] 

[0 0 2 11 
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( 1 ) ^zf^f- KAc-Lys-G 1 n-Lys-Leu-Leu-Leu-Phe-Le 
u -G 1 u -G I U-NH2 [^-f^y (1 0- 4F) ] (7)^m 

( 1 - 1 ) u.m. mn- ■ mm 

Fmo cT< ^mm^i^is I V'mmmtLX(Dmmt. y^NVNM:^-^^ (Novab 
i o c h e m) nX^MXL. -^(Dttm^^fZo momMiitimSi,(7)t (0^-^(0 1 

7 ^NM:tx-;'^ttil) ^rfflv^co M;^^^ SHIMADZU BioSpc 

-1600 Spectromete i t:m^^xm^Lfzo ]^j$^S.#i5^ y^^y^^ 
(HPLC) tCJi, H I TACH I 7 0 0 0 s y s t e m«rfflv^/^o H P L C^St U 
X. Am: 0. 1 %TF A/H2 0> BTg[ : 0. 0 8 %T F A/C H 3 C NO?l^^ig=Sr 

fflvs 3 o^mxAmtBm<ow.m^MKx ^mtnLtzo mm:^yj^t Lx^mii^itc o 

smosil 5C18-AR-2 (N a c a 1 a i tesque) (4. 6X150 
mm) ^Mi&lmlXmi nX^mhtZo ^':f^V<Dmm:.itCo smo s i I 5C 
18-AR-2 7-7.i7) (10X250 mm) =^^^^3 m 1 /m i nX^ 

mLfZo ^ttB?feftlC{i2 2 0 nm^Srfflv^Tto ^^^^MM^^f (TOF-MS) fi S H 
IMADZUKRATOSMALDI III 'SrfflV^T^rV^. h 'J t LT 3 , 

5--:^^ h4r'>-4-t KndpvS^m (e/^^e^m) ^m^^fzo Ikit-fv-Y^)- -fr- 
it. BERTHOLD Twinkle LB970 ^m^^fZo 
[0 0 2 2] 
(1-2) ^■/■^ K (1 0 - 4 F) <D^^ 

10-4 FO-g-^JiFmo cS+B'&tcJ: I5 2 0 m o 1 7.^- )VX^'Dtzo #J3itiNo 
vaSyn TGR r e s i n *fflv^/co 5 ^Bl^lfei?)* y T'V ^iJ^fiflJJItJbOT 5 
ySt^:*tbT3SfiWFmo c -T5 (Fmoc-AA-OH) «:fflV^TSJS^^^ 
tCai^f ^-tir^i ^ ICL/Co :$:^ife^T-(i F m o c -AA-OH t LTFrnoc-Gln ( 
Trt) -OH, Fmoc-Glu (Ot-Bu) -OH, Fmoc-Leu-OH, F 
moc-Lys (Boc) -0H> Fmoc-Phe-OH, (t-Bu! tert-:^ 
f-;v, T r t : h ';-9^;v, Boc : t e r t - > ^'>* ;i/*-^;i/) Sri^ML^o * y 
UV^^^iiLT, 2- (1 H-^Wh U Ty'-;v- 1 ->f ;V) -1, 1, 3. 3-x 
h y ^^;V'i7nj^'>A ^^•9-7;l/:a-n.-^y<.7i- h (HBTU) (3^g). l-tK 
n4r->^>Vh 1; 7V-;V7K^% (H0Bt-H2 O) (3^») . N, H-V^yfu 
lf;v^^;i/T5> (DIEA) (6^1:) =S:Mv>/co RJS^iKi: LTN-^ n V K 

> (NMP) ilr'tefflL/co Fmo c^O^*t-{i 2 0 %tf^U y > (PPD) /NMP=Sr 
^m\^fZo rs,JWLm^^^i3)V^^l^)\y^-^i)-hm^iJyzf')y-^''\^fz^ RfDcftiSH 
Jj?;v-ry i5^>;t?^#L. * y T'U >^(^*«-T^K a i s e r Test (KT) lei iJiS 
ML}^Co ^T<DT5 ym«r* y T§ >'5|t3SOT5 ym<^Fmo cS'S-g^^L 

fct^. NMP4'-eiE7Xim (lO^S) ^rfflv^T^yf- K<7)N*^oT 5 y»^r-fef-;w 

^-E^jSLy^:#Jlt?r 5 Om 1 f->^7 7;<.=ifrc:^l9, m-^l^y'-;!' (0. 13ml). 
^:^-7-y-;u (0. 3 8ml) :5.t;^ h U 7;l/:^nfi^m (TFA) (5ml) ^M^MtL 
m.U.X \ nmW^LK]^^'^-%fZo ^^^^i^V-^J'-=^fflv^TTF A?ri5S^*t/>:m> 1^ 3 0 
m\<Di^j:.^)V3:.~7-)V^M^X^-f^Y (l 0-4 F) ^M^-iir/io jt^i:^:^-^^ (3 
0 0 0 rpm, 5^3-) t^^d^ttr'* v a 5 (al^lJalL/wf^, -r ;V ^ 

^*MT-C^>fb$-fr;^o itiS«:Mff^^^L, Jfi^y'-?^ K (1 0-4 F) ^^fzo WhK 
/cJffl^y-f-K (1 0-4F) =S:MHPLCt;j: ijiiiML, CH3 C N^a^/^^J^U-^^- 
'e^^LT^vrm, ^i^n-JikLmilULLfzo 5%o #'b^^/v:^yf■ K (1 0-4F) t±M 
ALD I - T0FMS*fflv>-C|Wl5gLfco 

MALD I -TOFMS : 

mm (M+H+) 1301.60 

mmm 2004-3067534 
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^--J : 6/ 



(M+H+ ) 1 3 0 2. 5 o 
[0 0 2 3] 

( 2 ) ^-f^ KAc-Lys-GIn-Lys-Leu-Leu-Leu-Leu-Le 
u-Glu-Glu-NH2 [^-/-^K (1 0-3 L) ] ^ ^7°f-KAc-Ly s-Q 1 
n-Lys-Leu-Leu-Phe-Leu-Leu-Glu-Glu-NH2 C^T' 

(1 0 - 3 F] ) l^n^^zf^VAc-Ly s-Gl n-Lys-Leu-Leu-A 
la-Leu-Leu-Glu-Gl U-NH2 [^7°^ K ( 1 0 - 3 A) ] <D^^o 

±fB (1) x-m^^fztmcu.mwm^' mmtm^^\ ±m (i) Kmn(oy3mtmm. 

<^:^«-e^7°-?- K'g-^:5.tfiiffiHP LClci^ffii^^Srfi^jfcv^, ^-/^K (10-3L) . 
^y^K (1 0-3 F) ;Rtr^-7'^K (1 0-3 A) ^ ^fi^tl^mLfZo 

^htifz. Cix'b^T'f-Kt^MALD I -TOFMS *mTtw^-t-o 

^•/•^K(10-3L) : HiBH-fil (M+H+ ) 1 2 9 0.1 

ti-^^ (M+H+ ) 1 2 9 0.6 

^^■5^K (1 0-3 F) :|IM(M+H+) 1 3 0 2.2o 

nnm (m+h+ ) 1302.50 

^yf-K(lO-3A) :^M(M+Na+) 1 2 2 6.2o 

tf#1t (M+N a+ ) 1 2 2 6. So 

[0 0 2 4] 

(3) A)8 (14-23) RVA /9 (10-35) <D^^ 

±IB (1) x-m\^^i-ztm]^n.mRV^^ ' mm^m\^K -tia (i) jcia«(^^tetiwi^ 

ICLT. 7^n^ K^^:ff-K(7)i 4^^/&-ib2 3^*y6-ib^^^:/^ K [A ;8 (14- 

2 3)]. RxfT5.u^ rmm<Dmtvx. MTi^.^mmzm^mm'm^m^^m^^^ti^m 

P>ttTV^*, n>f Ky8/^-/-5^ K<^ 1 O^^ji^ib 3 5 5^^/&-ib55j^^y-?- K [A^ (1 
0-3 5) ] ^-g-^Uytio 

^hfitz:ifih^-f^ V<DUALD I - TOFMS 'IrmTlC^i-o 

A^S (14-23) : (M+H+ ) 1 2 7 4.8 

tf^-fit (M+H-^ ) 1 2 7 4.4 

A iff (10-3 5) : mmm (m+h+ ) 2945.5 

(M+H+ ) 2 9 4 5.3 

1 t^iTj^-To El 1 (1) ti-f ^^JL^-va^'BlF (=0 0) . (2)(i-f^^jL^ 
-V3> (IB) moilO^jfe^^r-g-tt-rtt^-fo 

[0 0 2 5] 

( 1 ) AX^-T-f- K^^teX'<^T 5 n >f K^»^ 

Hife^l-e-^^L^c^-Z-^K (1 0-4F) > (10-3 L). (10-3 F). (1 
0-3 A) . Ayff (14-23) RTfAp (10-3 5) M^m<0:^mm^X(DT ^ n K 

mi'm^Lxm^^^-t^^m^ty9\^>T (tiit) Rv^mMmm^mWiM (tem 

) Srfflv^TM^J^mg^S^fffiLytTo 
[0 0 2 6] 

(1-1) CD^^^ f;i/=^fflv>/c^7'^ K<^— ^«atiI05t 

'^^LTt^'^y-f- KtCov^T. [^yf-K] = 2mMO h U 7;V:i-njc^y-;i/ (TF 
E) mm^i'^mL. ^ti^fimi^mi&tLfZo •ea«:2 OmMhU>^-HC I^WtS (p 
H7. 4) ^^t^m,L. ^:f^y(D{^mm^l 0 0 MMtLX-^UX-O^^^-YL 
, 2 5t:T'CDX^i^ hJi'Om^^nofz (HI) o 

-^0)^^. 10-4 F. 10-3 1 0-3 FRXJP A 13 (10-3 5) iimit>i)^h 2 
1 8 nmii^l,zM<Dm±iW^. 2 0 5 n m#iaiClE<OS:^$rif o - v- 

K|aa5^^(^jiiff**^l^$tLfe„ tfz. lO-SARXTAfi (14- 

tbiEi|t2 004-3067584 
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[0 0 2 71 

(1-2) ThT?rfflv^/cAiff (10-3 5) <7) t 5 n ^ mit'fb^^^jg 
ThT (Aex = 440nm. A em= 4 8 2 nm) tm^^XAfi (10-3 5) <DT 
5 o-f KI^^'ft'SriEia^L. 75 n>f mMOlgi: LTfflv^-?> A j3 (10-35) O'f > + 
:>.^-iy3>^i^^M^Ltz (1212) o 

• -ffifflH^^-itrS : [A^ (10-35) ] = 2mM TFE?^?^ 

• its : [A/? (10-35)] =100;uM hV;^-HCl 2 0 mM^^ (p H 7 

4) 

•8^ffi:[A^(l0-35)]=5//M. [ThT]=6;zM 
(hU>^-HCl 20 mMi#?g[ ( p H 7 . 4 ) ) 

• iftjglfeS : 4 4 0 nm. ^tti&S : 4 8 2 nm 
[0 0 2 8] 

M ^ 

A^ (10-35) {iThT<^^^T-e4 8 2 nm#i£O^^M*MNFfi<7t3ii:^$-^^ 

i^- h t> ThT^^feT<^^^5i;S:6^'7 0 0- 1 0 0 0m.m<7)m'kmLfzi><D^ A p <o 
[0 0 2 9] 

( 1 - 3 ) ThT ^m^^tzAH^-^Ti- K^#:-t?c7)T 5 n ^ m^^t^M 

• -©^JI^^tW : [^T'f- K] = 2 mM T F E'^?^ 

• mm : C^T'^ K] = 2 0 O/zM h ';;^-HC l 2 OmMM (pH 7. 4) 

• : ^tax{i4 o"c 

•its: [^yf^K] =5/£M. [ThT]=6;.M 

(hUJ^-HCl 2 OmM^rfiL (p H 7. 4)) 

• M.m. '. Mim 

• ®Jjg?feS : 4 4 0 nm. i^mWi^ : 4 8 2 nm 
[0 0 3 0] 

(i) Mia (#ia) -e^f >^a^-->3 >«:5ffo:^:^^ 

miE#2 004-3067584 
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Ax^-/5^Ki 0-3 L. io-3F^ 1 0 - 4 Fx-immmMtmzmm^j:Mitmm 

o ^7^:1 0-3 Aii^ o7t<m5fe5iSii:*:'l-^$*3j^o^co :it5fc5ijSii:^WT-r ^ t 

1 0 - 3 L7{»«3 B^^ t— #®< , 10-3F. 1 0 - 4 F {± 6 B K^^*^ 
o/co tfc|?-.iCT-<^^^?^jSti, 1 0-3Li:l 0-4F76*iWI^S-C% 10-3F(i. 1 
0-3 L. 1 0-AF<O^^Mi^^ti^tif^h. j^#t?OT5 n>f m«IMtl»i 1 0- 
3L, 10-4F>6«i^<. 1 0-3Fiii&^^^tibm-otZo 
#AX^-/^ Kom5fe5SJlEii:»cmt3i3ltS«5fe^S<^iblSc«:l214 iw^1-o 
[0 0 3 1] 

(ii) 4 O^T-^ 3 >"£r^To/cm'^ 

Afi (14-23) > 10-3 Liimmf>^mm^mTi)^^t 10-3 F. 10-4 

t fz > m^StS^'ftTS^'H-T LfzU<D:ifih<7)'^yzf}l'i:TEM\,zXy) mm Ltzt:i^. 

10-3L, 1 0- 4F\zmmTf)mm^fifz me) o ^<o:LtTS)^h. io-3l. lo 
- 4 Fii^mm^^m-t^ :i tT()mm-^fit:o 

[0 0 3 2] 

±B<D^m^t tib^h Jh}^^X<D^j^\,Zid\^^X. 10-3 L. 10-3 F. 10- 
4Fil)^^^^mi^M^L. #tC10-3L. I 0 - 4 F i}mmx$i> ^ :i t-ibm^ o C<7> 
10-3La:10-4 FliiSiv^T^n^ vm.BMm^'tW'o;! tUf^^m^i^fz 

o 

tfz. i^7X'l4<75fg:V^A 1 a^^Atfcl 0-3 A5&^7>^A3^;vt^^(^;^^i^ 

p-i/- Ym^j^i^^ axfr ^ u ^ Ymm^^z^.\^x'Mmx^^:Lh-h'^m^-^Mo 

[0 0 3 3] 

(2) KJi^-f^v^m^^fzmmi^Ap (10-35) <o^Simimm^ {ThT^m^^tiu 

%mmix^i^i.fzKx.^-:f^Y^m^^xT^uy( Ymmitx^fzKp (10-35) (o 
i^mim^^^^fto AJL^^^Ym^^zi,^ (1-2) <D^^xm.mit^^fzA p (1 
0-35) 'SriJ'^fi^jnL. ThT^m^^xummmmmx^fzo 

'^mWM^W. [^-f^V] =2mM TFEfM 

• MS : ['^■/^ K] = 2 0 0 ;/ M, [A i5 ( 1 0 - 3 5 ) (^) ] = 1 0 M 

(>';;^-HCl 20mM^^(pH7. 4)) 
*A/S (10-35) (^) fi^Jgimt:: INfF^v 3 >L> ±&—<kLf^ 

o 

•^E: [^T'f- K] = 5 ;/M. [ThT]=6A'M 

(hV;^-HCl 2 OmM^fSi (pH7. 4)) 

• UM : 

• mi^^^ : 4 4 0 n ^liS^feS : 4 8 2 n m 
[0 0 3 4] 

^ ^ 
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if^-t^mt}:fy^M^^ct-dm^^fi^o M^mx<oT^u^ vmm^^m^mf)-<=tzi o-s 
mmm s ] 

[0 0 3 51 

(10-3 5) omt^biifliS-r:^ h=Sr. "/V- b 'J - ^5^- ^^-ffiffl LT^.>^fCo 
"KfflU^: [^7°f-K] =5mM DMSO?#?S[ 

• iSJg : [^-/^ K] = 2 0 ;u M. [A /8 ( 1 0 - 3 5 ) (^) ] = 2 . 5 M 

(hU;^-HCl 20 mM^^K ( p H 7 . 4 ) ) 
*Ap (10-35) m) li^mmzimmy^'ir-i^ayL. -^-itLtz 

o 

• um : 4 0 x: 

• m& : [^7"^ K] = 1 8 A/ M. [T h T] = 2 5 y!/ M 

(h';;5!.-HCl 20 mM^flSL ( p H 7 . 4 ) ) 

• •9->y;vfi : 2 0 0 ;u I 

• : 3 0 *c 

• mW^W : il«Sefl{ri3"9->'/;V^g* V o l t e xX2^mii'3m 

"^jcJU^I-ev-f n tr^ y h ^fflv^ 10 0// 1X2 

• W}M^^ : 4 4 0 n : 4 9 0 nm 

• mMmti : 3 0 0 0 0 

[0 0 3 6] 

<Dm(D^-f^ vmmt/mmmi^^7yi^^j:i)^otzo :^(D^^7!)-h. :^^mKm^Ai:^-f^ 
vit^xmmmmm^w^^ tTb^m^. 7 $ n ^ vmrn^tA p (10-35) <Dnm\^Wu 

mmmmmk(^mtmmmmi^^^TRm¥^^TK<:>\^^xmi!^yy ^^Ltz m 

8) o mimimVfzi><o<Di^xi o-4Fi)^i>^ti>:k^^j:^^^mmizimL. 10- 

4F. 10-3L. 10-3F^ 1 0 - 3 AOJ?^J=^^ L^io ^^^*n tTt ^) ^JP L 

^j:i)-<>fzii(Di,z'D\^^xm±mmm<mTm<Dm'^t:ht i o-s Lib^-^i^^ <. i>mi 
0-4F. io-3F> 10-3 Acommi^Ltzo «sn, 0mi}ux^^mm<DmTf>^± 

0-4F> 10-3F. 1 0-3 A<^03?l|-Cab*o 

[^*±<7)^ij^Rrt6ttl 

[0 0 3 7] 
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[0 0 3 8] 

^^fz^^3k^m•to mi^. (\) i=0B) . (2) 

>dri^-v3> (IB) ^k<Dm^m^'&:^fi-^tim-to 

A/3 (10-35) ^^TX-<DT hT(Dm'^^^J:Mtft:^^i^ h )\^<Dmt (A 
) fc. 4 8 2 nmJCi3lt'5®3fe^iR<^^'-f (B) ^r^-fo [^jl«?fl 2 O (1 

-2) ] 

[1131 mmm2(7) (1-2) twisv^T. ^5fe§iS<^>^'fb***^7t/c-9->7';V«:TE 
[0 4] 2^mgtr#*#^7'-^K:fiF^T-eOThT0 4 8 2 n mtC:fe»t*^:5fe^JK^ 

mmn 2(d (i - 3 ) ] 

[EI5l 3^||?^tC#^#^y^ K^:&T-Cc7)ThT<^4 8 2 n mlCiStt-S^^feSimSr 
, ^firfl^ >^^^-i^a> (4 or) Oltrfc^tCOV^Tiil^, Jtt!^LfwiO-C*) 

mmM2<D (1-3) ] 

[116] ^mn2<D (1-3) IC*3V^T, AH^Zf^ K ( 1 0 - 3 L) =Sr^V\ 4 0 
[HI?] K#ftTt:^<^T hT<7)4 8 2 nmt-*5lt'5^^fc5^JS^: 

. m^i^fb^-^T^cAiff (10-3 5) (^) imim. ^mm<D^ti^fi(o^^K'^\^^x 
m^. it^Ltzt<Dx$)^o mi 'p. mmmL (i st^) . Hti^i Oy«M?^ijp ( 

IBf^) <75*t:^=^-?-*L-rtL^i-o [^iS«^2«0 (2) ] 

[US] !18{i. mMk$-t-f>:A^ (10-3 5) m) ^mMVfzm^tmMLti 
•b-^fzm'k<D, ::$:^H^lc#^#^-/^ K#;|tT-eOT hT0 4 9 0 nmlc*3tt^^^ 
S^S«OiiSp<^®JK^^t;^s:*><^)-Cab^o III8>f> DtiA/? (10-3 5) «iPOJ» 
-g-^ BtiAyS (10-3 5) 4r^ljnLyi:J^^O^*^-?-tL^tL^i-o [|li&fRI3] 
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SEQUENCE LISTING 

<110> Japan Science and Technology Corporation 

<120> A reagent for amplification of amyloid fibrils formed by amyloid prote 
in. 

<130> PA905337 

<160> 5 

<210> 1 

<211> 10 

<212> PRT 

<213> Artificial Sequence 
<220> 

<221> SITE 

<222> (6) . . (6) 

<223> Xaa means Leu, Phe or Ala. 

<220> 

<221> SITE 

<222> (7).. (7) 

<223> Xaa means Leu or Phe. 

<400> 1 

Lys Gin Lys Leu Leu Xaa Xaa Leu Glu Glu 
1 5 10 



<210> 2 

<211> 10 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> exemplum of Sequence 1 

<400> 2 

Lys Gin Lys Leu Leu Leu Leu Leu Glu Glu 
1 5 10 



<210> 3 

<211> 10 

<212> PRT 

<213> Artificial Sequence 

<220> 

<223> exemplum of Sequence 1 

<400> 3 

Lys Gin Lys Leu Leu Leu Phe Leu Glu Glu 
1 5 10 
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<210> 4 
<211> 10 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> exemplum of Sequence 1 

<400> 4 

Lys Gin Lys Leu Leu Phe Leu Leu Glu Glu 
1 5 10 



<210> 5 

<211> 10 

<212> PRT 

<213> Artificial Sequence 

<220> 

<223> exenflplum of Sequence 1 

<400> 5 

Lys Gin Lys Leu Leu Ala Leu Leu Glu Glu 
1 5 10 
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imi] 




200 220 240 250 200 220 240 250 



VL-Bt (nm) <nm) 




200 220 240 250 200220 240 250 200 220 240250 200 220 240 250 

ant <nin) 9Hk (nm> atS (nm> Uetk <nm> 
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[IDS] 




100 nm 



[1214] 




<^ ^ ^ ^ 

.^^^ ^ 



[115] 



8 ^00 




^y5^K <B) 
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[116] 
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l/E 



mm] 

<7)^ai t^-e :}^ <5, files OJI^^o 

^ KOjEmitHimT ^ ^ m^&^'^T L y s 1'*^$ tL, K^%mMmm,T < J W'^X G 1 
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^-v^ : 1/E 



¥^15^10H3ia 
#112003-295153 



503360115 

^^iftjllPTlTWiaTB 1#8^ 

T102-8666 m^il5^{tHEIzg#Wr 5-3 ^^1^1^^ 

Am-^immmm.m ^mmmm^m. ^e^Tic^jE tel o 

3-5214-8486 FAX 03-5214-8417 
^^15^10^3 1 B#Jlffi<^#^m=3 4 6 9 1 5 e^KTlf^Tb- 

mmm^ i 

W-^l 5^10^31 Bitmiii<r>S^nW3 4 6 9 1 5 6-^Ki>^7^> 
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mm^-^ [396020800] 
l.^n^MB 1998^ 2^248 

^ m ±§3EmjiiPTiT^Hr4Ta i#8-^ 



ihm^-^ miE#2 0 0 4 - 3 0 6 7 5 8 4 
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m m A 



m m m 



Wi^^-^ [503360115] 
1 . m.W.^B B 2003^10.^ IH 

^ m ^3Eiiriiip-m2^Br4Ts i#8-^ 



ailE#-^ tBiE#2 0 0 4 - 3 0 6 7 5 8 4 



